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under 37 C.F.R. § 1.136(a)3 and any fees required therefor (including fees for net 
addition of claims) are hereby authorized to be charged to our Deposit Account No. 
19-0036. 

Amendments 



In the Claims: 


Please cancel claims 22-33, 35-51, 53, 55-70, 72, 75-81, 84-89, 92-105, 108-1 14, 
118, 120-124, 126-141, 144-152, 156, 158-161, 165-173, 176-195, and 198-219 without 
prejudice or disclaimer. 

Please add the following claims: 


(New) An isolated polynucleotide comprising a nucleic acid 
which encodes a polypeptide comprising an amino acid sequence at least 90% identical 
to amino acids 24 to 468 of SEQ ID NO:2; 

wherein said polypeptide binds TNF-related apoptosis-inducing ligand (TRAIL). 


22'l . (New) The polynucleotide of claim ^0, wherein said amino acid 
sequence is at least 95% identical to amino acids 24 to 468 of SEQ ID NO:2. 


9 



(New) The polynucleotide of claim wherein said polypeptide 
induces apoptosis. 


222. (New) The polynucleotide of claim 2W, further comprising a 
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heterologous polynucleotide. 

( ^/ 

224, (New) The polynucleotide of claim 22i, wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

^2^25. (New) The polynucleotide of claim ^^2^ wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 

226. (New) The polynucleotide of claim 2Z5, wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

2^. (New) A method of producing a vector that comprises inserting the 
polynucleotide of claim mto a vector. 

2^. (New) A vector comprising the polynucleotide of claim^2^. 

Z29. (New) The vector of claim 2Z8, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 


1' / 

260. (New) A host cell comprising the polynucleotide of claim 


id 
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23i 1 . (New) The host cell of claim 23l), wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

■ y '} 

262. (New) (Non-Elected) A method of using the host cell of claim 23t) to 
screen for ligand binding, comprising culturing said host cell under conditions such that a 
polypeptide encoded by said polynucleotide is expressed, contacting said polypeptide 
with a ligand, and detecting binding of said ligand to said polypeptide. 

2^. (New) A n^ethod of producing the polypeptide encoded by the 
polynucleotide of claim 220, comprising: 


(a) culturiog a host cell comprising said nucleic acid under conditions such 
that said polypeptide is expressed; and 

(b) ^/recovering said polypeptide. 

234. (New) An isolated polynucleotide comprising a first nucleic acid at least 
90% identical to a second nucleic acid encoding amino actds 24 to 468 of SEQ ID NO:2, 
wherein said first nucleic acid hybridizes to the complement of nucleotides 19 to 1422 of 
SEQ ID NO:l under conditions comprising: 

incubating at 42^0 in a solution consisting of 50% formamide, 
5x SSC, 50 mM sodium phosphate (pH 7.6), 5x Denhardt's solution, 10% dextran 
sulfate, and 20 |ag/ml denatured, sheared salmon sperm DNA; and 

(b) washing at 65 °C in a solution consisting of 0.1 x SSC. 
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(New) The polynucleotide of claim wherein said first nucleic acid is 


at least 95% identical to said second nucleic acid. 


/ 

366. (New) The polynucleotide of claim wherein said second nucleic acid 
encodes amino acids 2 to 468 of SEQ ID NO:2. 

237. (New) The polynucleotide of claim 2c5, wherein said second nucleic acid 
encodes amino acids 1 to 468 of SEQ ID NO:2. 

'/ 'J 

2/8. (New) The polynucleotide of claim 2^7, wherein said second nucleic acid 
is SEQ ID NO:l. 


^9. (New) The polynucleotide of claim 2^, wherein said first nucleic acid 
encodes a polypeptide which binds TRAIL. 

2^0. (New) The polynucleotide of claim wherein said first nucleic acid 
encodes a polypeptide which induces apoptosis. 

■ if 

244 . (New) The polynucleotide of claim 23^, further comprising a 
heterologous polynucleotide. 

2^. (New) The polynucleotide of claim wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 
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2^. (New) The polynucleotide of claim wherein said heterologc 


^ous 


polypeptide comprises an immunoglobulin Fc region. 

2jf4. (New) The polynucleotide of claim 2^, wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

(New) A n^thod of producing a vector that comprises inserting the 
polynucleotide of claim 2^ into a vector. 

3^' /if 

rNew) A vector comprising the polynucleotide of claim 354. 

(New) The vector of claim wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

248. (New) A host cell comprising the polynucleotide of claim Z>4. 

^V). (New) The host cell of claim 24^, wherein said isolated polynucleotide is 


operably associated with a heterologous regulatory sequence. 

(New) A host cell comprising the polynucleotide of claini^^3^. 


^9 

operably associated with a heterologous regulatory sequence 


(New) The host cell of claim^^^i<5^ wherein said isolated polynucleotide is 



1 
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(New) (Non-Elected) A method of using the host cell of claim to 
screen for ligand binding, comprising culturing said Host cell under conditions such that a 
polypeptide encoded by said polynucleotide is expressed, contacting said polypeptide 
with a ligand, and detecting binding of said ligand to said polypeptide. 

233. (New) A method of producing the polypeptide encoded by the 
polynucleotide of claim 259, comprising: 

(a) culturing a host cell comprising said first nucleic acid under conditions 
such that said polypeptide is expressed; and 

(b) recovering said polypeptide. 


(New) An isolated polynucleotide comprising a nucleic acid which 


encodes amino acids 24 to 468 of SEQ ID NO:2, 


2^. (New) The polynucleotide of claim 2^, which comprises nucleotides 88 


to 1422 of SEQ IDNO:l. 


^7 

156/ (New) 


2,56/ (New) The polynucleotide of claim 2^, wherein said nucleic acid 
encodes amino acids 2 to 468 of SEQ ID NO:2. 

(New) The polynucleotide of claini^^, which comprises nucleotides 22 
to 1422 of SEQ IDNO:l. 
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2381 (New) The polynucleotide of claim ^6, wherein said nucleic acid 


encodes amino acids 1 to 468 of SEQ ID NO:2. 


^9. (New) The polynucleotide of claim 368, which comprises nucleotides 19 


to 1422 of SEQ IDNO:l. 


2^0. (New) The polynucleotide of claim 2^ which comprises SEQ ID NO: 1 . 

2^. (New) The polynucleotide of claim 2^, which encodes a polypeptide 
which binds TRAIL. 

262. (New) The polynucleotide of claim 2^^ which encodes a polypeptide 
which induces apoptosis. 

i- ^^ 

266. (New) The polynucleotide of claim 25A, further comprising a 
heterologous polynucleotide. 


26^ (New) The polynucleotide of claim 2^. wherein said heterologous 


polynucleotide encodes a heterologous polypeptide. 

2p^. (New) The polynucleotide of claim wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 
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in 


2&6. (New) The polynucleotide of claim 2^5, wherein said immunoglobuli 
Fc region is a human immunoglobulin Fc region. 


2&7. (New) A methpd of producing a vector that comprises inserting the 
polynucleotide of claim 254 into a vector. 

2^8. (New) A vector comprising the polynucleotide of claim 2^. 

26^. (New) The vector of claim 2^, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence, 

270. (New) A host cell comprising the polynucleotide of claim 2^4. 

Tin . (New) The host cell of claim 270, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

lyi, (New) A host cell comprising the polynucleotide of claim 1^] . 

(New) The host cell of claim wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

2ji. (New) (Non-Elected) A method of using the host cell of claim ^/f^to 
screen for ligand binding, comprising culturing said host cell under conditions such that a 
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polypeptide encoded by said polynucleotide is expressed, contacting said polypeptide 
with a ligand, and detecting binding of said ligand to said polypeptide. 

InS^^ (New) A method of producing a polypeptide encoded by the nucleic acid 

of claim ^357 comprising: 
A 

(a) culturing a host cell comprising said nucleic acid under conditions such 
that said polypeptide is expressed; and 

(b) recovering said polypeptide. 

57 

(New) An isolated polynucleotide comprising a nucleic acid which 
encodes a polypeptide comprising an amino acid sequence at least 90% identical to 
amino acids 24 to 238 of SEQ ID NO:2; 

wherein said polypeptide binds TRAIL. 

2/7. (New) The polynucleotide of claim wherein said amino acid 
sequence is at least 95% identical to amino acids 24 to 238 of SEQ ID NO:2. 

2^8. (New) The polynucleotide of claim ^6, further comprising a 
heterologous polynucleotide. 

2/9. (New) The polynucleotide of claim wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 


0!? 
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280. (New) The polynucleotide of claim ;>/9. wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 

. (New) The polynucleotide of claim 2^, wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

2x2. (New) A method of producing a vector that comprises inserting the 
polynucleotide of claim 2/6 into a vector. 

b-f 5/ 

(New) A vector comprising the polynucleotide of claim 27b. 

284. (New) The vector of claim 28j, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

285. (New) A host cell comprising the polynucleotide of claim 2p4^. 

2^. (New) The host cell of claim l^'b, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

^/ 

287. (New) (Non-Elected) A method of using the host cell of claim 286 to 
screen for ligand binding, comprising culturing said host cell under conditions such that a 
polypeptide encoded by said polynucleotide is expressed, contacting said polypeptide 
with a ligand, and detecting binding of said ligand to said polypeptide. 



m 
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(New) A method of producing the polypeptide encoded by the 

polynucleotide of claim 276, comprising: 

(a) culturing a host cell comprising said nucleic acid under conditions such 
that said polypeptide is expressed; and 

(b) recovering said polypeptide. 

2^9. (New) An isolated polynucleotide comprising a first nucleic acid at least 
90% identical to a second nucleic acid encoding amino acids 24 to 238 of SEQ ID NO:25 
wherein said first nucleic acid hybridizes to the complement of nucleotides 19 to 1422 of 
SEQ ID NO:l under conditions comprising: 

(a) incubating at 42 °C in a solution consisting of 50% formamide, 
5x SSC, 50 mM sodium phosphate (pH 7,6), 5x Denhardt's solution, 10%) dextran 
sulfate, and 20 |ig/ml denatured, sheared salmon sperm DNA; and 

(b) washing at 65 °C in a solution consisting of O.lx SSC. 

290, (New) The polynucleotide of claim 2^), wherein said first nucleic acid is 
at least 95% identical to said second nucleic acid. 


yd 

291 . (New) The polynucleotide of claim 289, wherein said second nucleic acid 
encodes amino acids 2 to 238 of SEQ ID NO:2. 

2^2. (New) The polynucleotide of claim W 1 . wherein said second nucleic acid 
encodes amino acids 1 to 238 of SEQ ID N0:2. 


on f 
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2^. (New) The polynucleotide of claim ^9, wherein said first nucleic acid 
encodes a polypeptide which binds TRAIL. 

(New) The polynucleotide of claim 28^), further comprising a 
heterologous polynucleotide. 

22^5. (New) The polynucleotide of claim 294, wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

y/ so 

(New) The polynucleotide of claim wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 

Y/ 

2^1. (New) The polynucleotide of claim 2^, wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

2p^. (New) A method of producing a vector that comprises inserting the 
polynucleotide of claim 2i9 into a vector. 

2J^9. (New) A vector comprising the polynucleotide of claim 2J^9. 


3^. (New) The vector of claim 2^, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 
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(New) A host cell comprising the polynucleotide of claim 289. 

(New) The host cell of claim 3^1 , wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

^< i 

3(^. (New) A host cell comprising the polynucleotide of claim 2^. 

304. (New) The host cell of claim 3J?§, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

(New) (Non-Elected) A method of using the host cell of claim 3k03 to 
screen for ligand binding, comprising culturing said host cell under conditions such that a 
polypeptide encoded by said polynucleotide is expressed, contacting said polypeptide 
with a ligand, and detecting binding of said ligand to said polypeptide. 


306. (New) A mejiiod of producing the polypeptide encoded by the 


polynucleotide of claim 2/3, comprismg: 


(a) culturing a host cell comprising said first nucleic acid under conditions 
such that said polypeptide is expressed; and 

(b) recovering said polypeptide. 


(New) An isolated polynucleotide comprising a nucleic acid which 
encodes amino acids 24 to 238 of SEQ ID NO:2. 


^1 


-15- Nietal. 
^ ^ Appl. No. 09/013,895 


(New) The polynucleotide of claim which comprises nucleotides 
to 732 ofSEQ ID NO:l. 


3^. (New) The polynucleotide of claim 3^. wherein said nucleic acid 
encodes amino acids 2 to 238 of SEQ ID NO:2. 

(New) The polynucleotide of claim 309, which comprises nucleotides 22 
to 732 of SEQ ID NO:l. 


. (New) The polynucleotide of claim 3J3^, wherein said nucleic acid 


encodes amino acids 1 to 238 of SEQ ID NO:2. 

3^. (New) The polynucleotide of claim ^\ , which comprises nucleotides 19 
to 732 of SEQ ID NO:l. 

31/3. (New) The polynucleotide of claim 3^, wherein said nucleic acid 
encodes a polypeptide which binds TRAIL. 

314. (New) The polynucleotide of claim ^7, further comprising a 
heterologous polynucleotide. 

^/s. (New) The polynucleotide of claim 3j4, wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 
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3^6. (New) The polynucleotide of claim wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 

jjl . (New) The polynucleotide of claim 3^, wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

3^8. (New) A i^e^od of producing a vector that comprises inserting the 
polynucleotide of claim 3^7 into a vector. 

IP <y 

3y9. (New) A vector comprising the polynucleotide of claim 3J>7. 

3^0. (New) The vector of claim 3/9, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

3^1 . (New) A host cell comprising the polynucleotide of claim 3p7. 


/J7 io:> 

'ijl. (New) The host cell of claim 3^1, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 


323. (New) A host cell comprising the polynucleotide of claim 3^. 

sijLA, (New) The host cell of claim 3^, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 
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325. (New) (Non-Elected) A method of using the host cell of claim 3^4 to 


screen for ligand binding, comprising culturing said host cell under conditions such that a 
polypeptide encoded by said polynucleotide is expressed, contacting said polypeptide 
with a ligand, and detecting binding of said ligand to said polypeptide. 

3^6. ^^^^^^^ew) A methgd-of producing a polypeptide encoded by the nucleic acid 
of claim 3y^, comprising: 

(a) culturing a host cell comprising said nucleic acid under conditions such 
that said polypeptide is expressed; and 

(b) recovering said polypeptide. 

327. (New) An isolated polynucleotide comprising a first nucleic acid at least 
90% identical to a second nucleic acid encoding amino acids 239-264 of SEQ ID NO:2; 
wherein said first nucleic acid hybridizes to the complement of nucleotides 19 to 1422 of 
SEQ ID NO: 1 under conditions comprising: 

(a) incubating at 42 °C in a solution consisting of 50% formamide, 
5x SSC, 50 mM sodium phosphate (pH 7.6), 5x Denhardt's solution, 10% dextran 
sulfate, and 20 |^g/ml denatured, sheared salmon sperm DNA; and 

(b) washing at 65 °C in a solution consisting of O.lx SSC. 

If If/ 

(New) The polynucleotide of claim 3Z7, wherein said first nucleic acid is 
at least 95% identical to said second nucleic acid. 


I I 
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1Z9. (New) The polynucleotide of claim 3^8, wherein said first nucleic acid 


encodes amino acids 239 to 264 of SEQ ID NO:2. 

"J 'f 

3/50. (New) The polynucleotide of claim 329, wherein said first nucleic acid 
comprises nucleotides 733 to 810 of SEQ ID NO:l. 

If 

3? 1 . (New) The polynucleotide of claim 337, further comprising a 
heterologous polynucleotide. 

|13 Hi. 

3^. (New) The polynucleotide of claim 3^ , wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

id /,0 

3p3. (New) The polynucleotide of claim 13Z; wherein said heterologous 


polypeptide comprises an immunoglobulin Fc region. 

Q^j^f^ 1^' (N^^) The polynucleotide of claim 3^, wherein said immunoglobulin 

Fc region is a human immunoglobulin Fc region, 

3/5. (New) A metjsod of producing a vector that comprises inserting the 
polynucleotide of claim 3^^ into a vector. 

/// 

3^6. (New) A vector comprising the polynucleotide of claim 
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3^. (New) The vector of claim 3^, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

33 8. (New) A host cell comprising the polynucleotide of claim 3^7. 

(New) The host cell of claim 3^8, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 


3^0. (New) An isolated polynucleotide comprising a nucleic acid which 
encodes a polypeptide at least 90% identical to amino acids 265 to 468 of SEQ ID NO:2; 
wherein a DR4 variant consisting of amino acids 24 to 468 of SEQ ID NO:2, with the 
exception that amino acids 265-468 of SEQ ID NO:2 are deleted and replaced with said 
polypeptide, induces apoptosis in vitro when over-expressed in human 293 embryonic 
kidney cells. 

341 . (New) The polynucleotide of claim 34j0, wherein said polypeptide is at 
least 95% identical to amino acids 265 to 468 of SEQ ID NO:2. 

3^. (New) The polynucleotide of claim 3^ , which encodes amino acids 265 
to 468 of SEQ ID NO:2. 

3^ . (New) The polynucleotide of claim 3^^ which comprises nucleotides 
811 to 1422 of SEQ IDNOrl. 
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(New) The polynucleotide of claim 3^, further comprising a 

heterologous polynucleotide. 

M5. (New) The polynucleotide of claim 34^4, wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

34f6. (New) The polynucleotide of claim 3^5, wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region! 

'ijl, (New) The polynucleotide of claim 3^, wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

3/48. (New) A method of producing a vector that comprises inserting the 

m 

polynucleotide of claim 3^ into a vector. 

(New) A vector comprising the polynucleotide of claim 3^. 

3^. (New) The vector of claim 3^, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

3^ . (New) A host cell comprising the polynucleotide of claim 3^. 


/ 
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- 352. (New) The host cell of claim 151, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

3^3. (New) A method of producing the polypeptide encoded by the 
polynucleotide of claim 340, comprising: 

(a) culturing a host cell comprising said first nucleic acid under conditions 
such that said polypeptide is expressed; and 

(b) recovering said polypeptide. 


/ 

354. (New) An isolated polynucleotide comprising a first nucleic acid at least 
90% identical to a second nucleic acid encoding amino acids 265 to 468 of SEQ ID 
NO:2; wherein said first nucleic acid hybridizes to the complement of nucleotides 19 to 
1422 of SEQ ID NO: 1 under conditions comprising: 

(a) incubating at 42 ''C in a solution consisting of 50% formamide, 
5x SSC, 50 mM sodium phosphate (pH 7.6), 5x Denhardfs solution, 10% dextran 
sulfate, and 20 |ag/ml denatured, sheared salmon sperm DNA; and 

(b) washing at 65*^0 in a solution consisting of O.lx SSC, 

335. The polynucleotide of claim 3^, wherein said first nucleic acid is at least 
95% identical to said second nucleic acid. 

(37 13)1, 

356. (New) The polynucleotide of claim 3^5^ wherein said first nucleic acid 
encodes amino acids 265 to 468 of SEQ ID NO:2. 




- 22 - Ni et al. 

Appl. No. 09/013,895 

y . J . . 

357. (New) The polynucleotide of claim 3^6, wherein said first nucleic acid 

comprises nucleotides 81 1 to 1422 of SEQ ID NO:l. 

'f ^ 

3^. (New) The polynucleotide of claim 354, wherein said first nucleic acid 
encodes a polypeptide, and wherein a DR4 variant consisting of amino acids 24 to 468 of 
SEQ ID NO:2, with the exception that amino acids 265-468 of SEQ ID NO:2 are deleted 
and replaced with said polypeptide, induces apoptosis in vitro when over-expressed in 
human 293 embryonic kidney cells. 


10 1^ 

3^9. (New) The polynucleotide of claim 3^, further comprising a 
heterologous polynucleotide. 

360. (New) The polynucleotide of claim 3^, wherein said heterologous 


polynucleotide encodes a heterologous polypeptide. 


. (New) The polynucleotide of claim 3^, wherein said heterologous 


polypeptide comprises an immunoglobulin Fc region. 


3^, V 


3^. (New) The polynucleotide of claim 3^, wherein said immunoglobulin 


Fc region is a human immunoglobulin Fc region. 


(New) A metl^^t of producing a vector that comprises inserting the 
polynucleotide of claim 35;J^ into a vector. 
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3^. (New) A vector comprising the polynucleotide of claim /J'a. 

;p5. (New) The vector of claim 3p4, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

if) 1^ 

3^6. (New) A host cell comprising the polynucleotide of claim 

if! /i-t? 

167. (New) The host cell of claim 366, wherein said isolated polynucleotide is 


operably associated with a heterologous regulatory sequence. 

368. (New) A host cell comprising the polynucleotide of claim 

309. (New) The host cell of claim 368, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 


37*0. (New) A method of producing the polypeptide encoded by the 

' ■ -if 

polynucleotide of claim 35^, comprising: 

(a) culturing a host cell comprising said first nucleic acid under conditions 
such that said polypeptide is expressed; and 

(b) recovering said polypeptide. 
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J/? 

jln . (New) An isolated polynucleotide comprising a nucleic acid which 
encodes a polypeptide at least 90% identical to amino acids 379 to 422 of SEQ ID NO:2; 

wherein a DR4 variant consisting of amino acids 24 to 468 of SEQ ID NO:2, with 
the exception that amino acids 379 to 422 of SEQ ID NO:2 are deleted and replaced with 
said polypeptide, induces apoptosis in vitro when over-expressed in human 293 
embryonic kidney cells. 

3^2. (New) The polynucleotide of claim wherein said polypeptide is at 
least 95% identical to amino acids 379 to 422 of SEQ ID NO:2. 

1)^3. (New) The polynucleotide of claim 3^, which encodes amino acids 379 
to 422 of SEQ ID NO:2. 

3^4. (New) The polynucleotide of claim 3^3, which comprises nucleotides 
1153 to 1284 of SEQ ID NO: 1. 


3/5. (New) The polynucleotide of claim 3^, further comprising a 
heterologous polynucleotide. 

(New) The polynucleotide of claim 37^, wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 
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3^7. (New) The polynucleotide of claim ^f>- wherein said heterologous 


polypeptide comprises an immunoglobulin Fc region. 



3^. (New) The polynucleotide of claim 3^, wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

i ^ 

3 79. (New) A rrpthod of producing a vector that comprises inserting the 
polynucleotide of claim 3/ 1 into a vector. 

380. (New) A vector comprising the polynucleotide of claim 171 - 

3^1 . (New) The vector of claim 3^, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence, 

3^. (New) A host cell comprising the polynucleotide of claim 3p\ . 

3j^. (New) The host cell of claim 3^, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

38^. (New) A method of producing the polypeptide encoded by the 
polynucleotide of claim y/1, comprising: 

(a) culturing a host cell comprising said nucleic acid under conditions such 
that said polypeptide is expressed; and 
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(b) recovering said polypeptide. 



3^5. (New) An isolated polynucleotide comprising a first nucleic acid at least 
90% identical to a second nucleic acid encoding amino acids 379 to 422 of SEQ ID 
NO:2; 

wherein said first nucleic acid hybridizes to the complement of nucleotides \9 to 
1422 of SEQ ID NO: 1 under conditions comprising: 

(a) incubating at 42 °C in a solution consisting of 50% formamide, 
5x SSC, 50 mM sodium phosphate (pH 7.6), 5x Denhardt's solution, 10% dextran 
sulfate, and 20 |ag/ml denatured, sheared salmon sperm DNA; and 

(b) washing at 65 °C in a solution consisting of 0.1 x SSC. 

3to. (New) The polynucleotide of claim 3^, wherein said first nucleic acid is 
at least 95% identical to said second nucleic acid. 


387. (New) The polynucleotide of claim 3 Sb, wherein said first nucleic acid 
encodes amino acids 379 to 422 of SEQ ID NO:2. 

3^. (New) The polynucleotide of claim 3^, wherein said first nucleic acid 
comprises nucleotides 1 153 to 1284 of SEQ ID NO:l . 

389. (New) The polynucleotide of claim ^5, wherein said first nucleic acid 
encodes a polypeptide, and wherein a DR4 variant consisting of amino acids 24 to 468 of 


\ 


- 27 - Ni et al. 

Appl. No. 09/013,895 

SEQ ID NO:2, with the exception that amino acids 265-468 of SEQ ID NO:2 are deleted 
and replaced with said polypeptide, induces apoptosis in vitro when over-expressed in 
human 293 embryonic kidney cells. 

(New) The polynucleotide of claim 3^, further comprising a 
heterologous polynucleotide. 

'J 

391 . (New) The polynucleotide of claim 390, wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

3^. (New) The polynucleotide of claim 3^, wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 

393. (New) The polynucleotide of claim 3^, wherein said immunoglobulin 
Fc region is a jiuman immunoglobulin Fc region. 

'I 

304, (New) A method of producing a vector that comprises inserting the 

r 

polynucleotide of claim 3^85 into a vector. 

35^5. (New) A vector comprising the polynucleotide of claim 3y!^5. 

3^6. (New) The vector of claim 3^, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 
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397. (New) A host cell comprising the polynucleotide of claim a85 


^8. (New) The host cell of claim y^I, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

,ol lid 

309. (New) A host cell comprising the polynucleotide of claim 3^9. 

400. (Nfew) The host cell of claim 3^9, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

401 . (New) A method of producing the polypeptide encoded by the 
polynucleotide of claim 389, comprising: 

(a) culturing a host cell comprising said first nucleic acid under conditions 
such that said polypeptide is expressed; and 

(b) recovering said polypeptide. 

402. (New) An isolated polynucleotide comprising a nucleic acid which 
encodes a polypeptide at least 90% identical to the mature amino acid sequence encoded 
by the cDNA clone in ATCC Deposit No. 97853, wherein said polypeptide binds 
TRAIL. 



- 29 - Ni et al. 

Appl. No. 09/013,895 

4y^. (New) The polynucleotide of claim 4^, wherein said polypeptide is at 
least 95% identical to the mature amino acid sequence encoded by the cDNA clone in 
ATCC Deposit No. 97853. 

f 

404. (New) The polynucleotide of claim 402, wherein said polypeptide 
induces apoptosis. 


4^. (New) The polynucleotide of claim 4^!^ further comprising a 
heterologous polynucleotide. 

4y6. (New) The polynucleotide of claim 405, wherein said heterologous 


polynucleotMe encodes a heterologous polypeptide. 



4y1 . (New) The polynucleotide of claim 4^, wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 

4y^. (New) The polynucleotide of claim wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

m 

409. (New) A method of producing a vector that comprises inserting the 

polynucleotide of claim 4p^ into a vector. 

(New) A vector comprising the polynucleotide of claim 
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4/1 . (New) The vector of claim wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

4>l4. (New) A host cell comprising the polynucleotide of claim ^J9^. 

4^, (New) The host cell of claim 4^]/^, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

4jA, (New) (Non-Elected) A method of using the host cell of claim 4^ to 


screen for ligand binding, comprising culturing said host cell under conditions such that a 
polypeptide encoded by said polynucleotide is expressed, contacting said polypeptide 
with a ligand, and detecting binding of said ligand to said polypeptide. 

4/5. (New) A method of producing the polypeptide encoded by the 
polynucleotide of claim 40z, comprising: 

(a) culturing a host cell comprising said first nucleic acid under conditions 
such that said polypeptide is expressed; and 

(b) recovering said polypeptide. 

4^6. (New) An isolated polynucleotide comprising a first nucleic acid at least 
90% identical to a second nucleic acid encoding the mature amino acid sequence 
encoded by the cDNA clone in ATCC Deposit No. 97853; 
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wherein said first nucleic acid hybridizes to the complement of nucleotides 1 9 to 
1422 of SEQ ID NO: 1 under conditions comprising: 

(a) incubating at 42 °C in a solution consisting of 50% formamide, 
5x SSC, 50 mM sodium phosphate (pH 7.6), 5x Denhardt's solution, 10% dextran 
sulfate, and 20 |ag/ml denatured, sheared salmon sperm DNA; and 

(b) washing at 65 °C in a solution consisting of 0. Ix SSC. 

4>7. (New) The polynucleotide of claim 4^, wherein said first nucleic acid is 
at least 95% identical to said second nucleic acid. 

§ "J 

4 be. (New) The polynucleotide of claim 4>6, wherein said second nucleic 
acid encodes the complete amino acid sequence encoded by the cDNA clone in ATCC 
Deposit No. 97853. 

(New) The polynucleotide of claim^4^, wherein said first nucleic acid 
encodes a polypeptide which binds TRAIL. 


1^7 

(New) The polynucleotide of claim 4^, wherein said first nucleic acid 
encodes a polypeptide which induces apoptosis. 

4^1 . (New) The polynucleotide of claim 41;^, further comprising a 
heterologous polynucleotide. 
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422. (New) The polynucleotide of claim wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

(New) The polynucleotide of claim wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 

424. (New) The polynucleotide of claim 42o, wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

f 

4^5. (New) A method of producing a vector that comprises inserting the 
polynucleotide of claim mto a vector. 

4^. (New) A vector comprising the polynucleotide of claim ^^J^. 

4^. (New) The vector of claim 4^, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

/If 

(New) A host cell comprising the polynucleotide of claim 4>d. 

4^. (New) The host cell of claim 42o, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

1^0. (New) A host cell comprising the polynucleotide of claim 
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. (New) The host cell of claim ^pCf, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

(New) (Non-Elected) A method of using the host cell of claim to 
screen for ligand binding, comprising culturing said host cell under conditions such that a 
polypeptide encoded by said polynucleotide is expressed, contacting said polypeptide 
with a ligand, and detecting binding of said ligand to said polypeptide. 


4y(G. (New) A method of producing the polypeptide encoded by said first 
nucleic acid of claim ^^9, comprising: 

(a) culturing a host cell comprising said first nucleic acid under conditions 
such that said polypeptide is expressed; and 

(b) recovering said polypeptide. 

4^. (New) An isolated polynucleotide comprising a nucleic acid which 
encodes the mature amino acid sequence encoded by the cDNA clone in ATCC Deposit 
No. 97853. 

416. (New) The polynucleotide of claim 4^4, wherein said nucleic acid 
encodes the complete amino acid sequence encoded by the cDNA clone in ATCC 
Deposit No. 97853. 
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4^6. (New) The polynucleotide of claim wherein said first nucleic acid 
encodes a polypeptide which binds TRAIL. 

(New) The polynucleotide of claim wherein said first nucleic acid 
encodes a polypeptide which induces apoptosis. 

435. (New) The polynucleotide of claim 43^, further comprising a 
heterologous polynucleotide. 

(New) The polynucleotide of claim 4^, wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

4^. (New) The polynucleotide of claim ^i^, wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region, 

. (New) The polynucleotide of claim^^4^, wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

4^. (New) A methpd of producing a vector that comprises inserting the 
polynucleotide of claim 4^4 into a vector. 

4^. (New) A vector comprising the polynucleotide of claim 4^. 


- 35 - Ni et al. 

^^j^ Appl. No. 09/013,895 

4M. (New) The vector of claim wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

4^5. (New) A host cell comprising the polynucleotide of claim 

446. (New) The host cell of claim 4^, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

447. (New) A host cell comprising the polynucleotide of claim 4^. 


4/^. (New) The host cell of claim ^^^47, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

4^. (New) (Non-Elected) A method of using the host cell of claim j/TJ to 
screen for ligand binding, comprising culturing said host cell under conditions such that a 
polypeptide encoded by said polynucleotide is expressed, contacting said polypeptide 
with a ligand, and detecting binding of said ligand to said polypeptide. 

450. fNew) A method of producing a polypeptide encoded by the nucleic acid 
of claim 424. comprising: 

(a) culturing a host cell comprising said nucleic acid under conditions such 
that said polypeptide is expressed; and 

(b) recovering said polypeptide. 
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4>H^. (New) An isolated polynucleotide comprising 30 contiguous nucleotides 
of nucleotides 412 to 681 of SEQ ID NO:l; wherein said polynucleotide is usable as a 
probe for detecting the nucleic acid of SEQ ID NOrl, or the complement thereof, 

(New) The polynucleotide of claim comprising 50 contiguous 
nucleotides of nucleotides 412 to 681 of SEQ ID NO:l. 

^^^^^Sf^ (New) The polynucleotide of claim^^^M^ which encodes a polypeptide. 

(New) The polynucleotide of claim ^\ , further comprising a 
heterologous polynucleotide. 

4^. (New) The polynucleotide of claim 4,54^ wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

45^ (New) The polynucleotide of claim 4^, wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 

A^l . (New) The polynucleotide of claim^^4^, wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region. 

4^. (New) A method of producing a vector that comprises inserting the 
polynucleotide of claim 4^ into a vector. 


/o 
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45^. (New) A vector comprising the polynucleotide of claim 4§n . 

^^Jt^. (New) The vector of claim wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

(New) A host cell comprising the polynucleotide of claim 4^. 

(New) The host cell of claim wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

463. (New) A method of producing the polypeptide encoded by the 
polynucleotide of claim 4^, comprising: 

(a) culturing a host cell comprising said polynucleotide under conditions such 
that said" polypeptide is expressed; and 

(b) recovering said polypeptide. 


4^ 

4^. (New) An isolated polynucleotide comprising a nucleic acid encoding at 
least 50 contiguous amino acids from 1 to 238 of SEQ ID NO:2; 

wherein said at least 50 contiguous amino acids bind an antibody with specificity 
for the polypeptide of amino acids 24 to 468 of SEQ ID NO:2. 


4^. (New) The polynucleotide of claim 4^, wherein said nucleic acid 
encodes a polypeptide comprising amino acids 1 32 to 221 of SEQ ID NO:2. 
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(New) The polynucleotide of claim ^^0^, wherein said nucleic acid 
encodes a polypeptide comprising amino acids 35 to 92 of SEQ ID NO:2. 

■ (New) The polynucleotide of claim wherein said nucleic acid 
encodes a polypeptide comprising amino acids 1 14 to 160 of SEQ ID NO:2. 

4^. (New) The polynucleotide of claim further comprising a 
heterologous polynucleotide. 

4^. (New) The polynucleotide of claim 4j^5 wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

47v. (New) The polynucleotide of claim 409, wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 

471 . (New) The isolated polypeptide of claim 4>7<f, wherein said 
immunoglobulin Fc region is a human immunoglobulin Fc region. 

f(New) A methoji-of producing a vector that comprises inserting the 
polynucleotide of claim 4^ into a vector. 

4^. (New) A vector comprising the polynucleotide of claim 4(^ 
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Ajf^. (New) The vector of claini^^^T^^ wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

^Pf^. (New) A host cell comprising the polynucleotide of claim 464. 

4^6- (New) The host cell of clainT^4757 wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 


4v7. ^T^w) A method of producing a polypeptide encoded by the nucleic acid 
of claim 4^, comprising: 

(a) culturing a host cell comprising said nucleic acid under conditions such 
that said polypeptide is expressed; and 

(b) recovering said polypeptide. 

475. (New) An isolated polynucleotide comprising a nucleic acid selected 
from the group consisting of: 

(a) a nucleic acid which encodes at least 30 contiguous amino acids from 169 
to 240 of SEQ ID NO:2; 

(b) a nucleic acid which encodes at least 30 contiguous amino acids from 267 
to 298 ofSEQIDNO:2;and 

(c) a nucleic acid which encodes at least 30 contiguous amino acids from 330 
to 364 of SEQ IDNO:2; 


6? 
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wherein said at least 30 contiguous amino acids bind an antibody with specificity 
for the polypeptide of amino acids 24 to 468 of SEQ ID NO:2. 

^^^l^??^' (New) The polynucleotide of claim 4^, wherein said nucleic acid is (a). 

4^. (New) The polynucleotide of claim 4/^, wherein said nucleic acid further 
comprises (b). 

4^ (New) The polynucleotide of claim wherein said nucleic acid is (b). 

4^. (New) The polynucleotide of claim^^^^, wherein said nucleic acid is (c). 

4S4. (New) The polynucleotide of claim further comprising a 
heterologous polynucleotide. 

4^. (New) The polynucleotide of Q\di\xx\4^, wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

(New) The polynucleotide of clmm^^^^, wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 


4^6, (New) The polynucleotide of claim 4^^^wherein said immunoglobulin 
Fc region is a human immunoglobulin Fc region 
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4^ (New) A mettod of producing a vector that comprises inserting the 
polynucleotide of claim 4?8 into a vector. 

(New) A vector comprising the polynucleotide of claim 4?5. 

489. (New) The vector of claim 4^, wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

(New) A host cell comprising the polynucleotide of claim 

(New) The host cell of claim 490, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

4192. (New) A method of producing a polypeptide encoded by the nucleic acid 
of claim 47^, comprising: 


(a) culturing a host cell comprising said nucleic acid under conditions such 
that said polypeptide is expressed; and 

(b) recovering said polypeptide. 

493. (New) An isolated polynucleotide comprising a nucleic acid which 
hybridizes to the complement of nucleotides 88 to 732 of SEQ ID NO: 1 under conditions 
comprising: 
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(a) incubating at 42 °C in a solution consisting of 50% formamide, 

5x SSC, 50 mM sodium phosphate (pH 7.6), 5x Denhardt's solution, 10% dextran 
sulfate, and 20 |ig/ml denatured, sheared salmon sperm DNA; and 

(b) washing at 65 °C in a solution consisting of 0.1 x SSC; 
wherein said nucleic acid encodes a polypeptide which binds TRAIL. 



(New) The polynucleotide of claim>Wj', further comprising a 



heterologous polynucleotide. 



(New) The polynucleotide of claim 



wherein said heterologous 


polynucleotide encodes a heterologous polypeptide. 




, wherein said heterologous 


polypeptide comprises an immunoglobulin Fc region. 



7. (New) The polynucleotide of claim 



^2-77 


, wherein said immunoglobulin 


Fc region is a human immunoglobulin Fc region. 



8. (New) A method of producing a vector that comprises inserting the 



polynucleotide of claim 495 into a vector. 



(New) A vector comprising the polynucleotide of claim 
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^0. (New) The vector of claim wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

yp. (New) A host cell comprising the polynucleotide of claim 493. 

502. (New) The host cell of claim SpK, wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

503. (New) (Non-Elected) A method of using the host cell of clairn^^J^l^to 
screen for ligand binding, comprising culturing said host cell under conditions such that a 
polypeptide encoded by said polynucleotide is expressed, contacting said polypeptide a 
ligand, and detecting binding of said ligand to said polypeptide. 

504. (New) A mertiod of producing the polypeptide encoded by said 
nucleic acid of claim 493/ comprising: 

(a) culturing a host cell comprising said nucleic acid under conditions such 
that said polypeptide is expressed; and 

(b) recovering said polypeptide. 

505. (New) An isolated polynucleotide which hybridizes to nucleotides 4 1 2 to 
681 of SEQ ID NO: 1 , or the complement thereof, under conditions comprising: 
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(a) incubating at 42° C in a solution consisting of 50% formamide, 
5x SSC, 50 mM sodium phosphate (pH 7.6), 5x Denhardt's solution, 10% dextran 
sulfate, and 20 |ig/ml denatured, sheared salmon sperm DNA; and 

(b) washing at 65 °C in a solution consisting of 0.1 x SSC. 



5^. (New) The polynucleotide of clairn^J0^, further comprising a 
heterologous polynucleotide. 

507. (New) A method of producing a vector comprising inserting the 
polynucleotide of claim S0o into a vector. 


8. (New) A vector comprising the polynucleotide of claim ^S^. 


5^9. (New) The vector of claim wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

(New) A host cell comprising the polynucleotide of claim 

511. (New) The host cell of claim wherein said polynucleotide is 
operably associated with a heterologous regulatory sequence. 

5^^. (New) An isolated polynucleotide comprising a nucleic acid encoding at 
least 30 contiguous amino acids of SEQ ID N0:2, wherein said nucleic acid is 
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operatively associated with one or more regulatory elements capable of directing 
translation of said at least 30 contiguous amino acids; and wherein said at least 30 
contiguous amino acids bind an antibody with specificity for the polypeptide of amino 
acids 24 to 468 of SEQ ID NO:2. 

5\/5. (New) The polynucleotide of claim 5^, further comprising a 
heterologous polynucleotide. 

y^A. (New) The polynucleotide of claim^^5>^ wherein said heterologous 
polynucleotide encodes a heterologous polypeptide. 

Si 5. (New) The polynucleotide of claim 5]A, wherein said heterologous 
polypeptide comprises an immunoglobulin Fc region. 

5^. (New) The isolated polypeptide of claim^5>5C wherein said 
immunoglobulin Fc region is a human immunoglobulin Fc region. 

51//. (New) A method of producing a vector comprising inserting the 
polynucleotide of claim 5yi into a vector. 

5 V8. (New) A vector comprising the polynucleotide of claim 5 1 2. 
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(New) The vector of claim 548. wherein said polynucleotide is operably 
associated with a heterologous regulatory sequence. 

^2fO. (New) A host cell comprising the polynucleotide of claim ^p^. 

521. (New) The host cell of claim wherein said isolated polynucleotide is 
operably associated with a heterologous regulatory sequence. 

522. (New) A method of producing a polypeptide encoded by the nucleic acid 
of claim 5>2, comprising: 

(a) culturing a host cell comprising said nucleic acid under conditions such 
that said polypeptide is expressed; and 

(b) recovering said polypeptide. 


111 


